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^"^ Subject: OBJECTION to EUROPEAN PATENT No. 88 30 1 1 90 0/ 

EPB 0 278 776 

In the name of GENENTECH INC 
Objector: DIAGNOSTICA STAGO 



Dear Sirs 



In the name of and on behalf of the company DIAGNOSTICA STAGO. we object to the European Patent 
mentioned above, the granting of which was published in the European Patent Bulletin on 28 05 1997 in 
accordance with articles 99 ff. of the EPA. * 



We enclose with this letter: 



- a report arguing in favour of revocation of the patent, (2 copies) 

- a copy of additional documents in support of the report, (2 copies) 
~ proof of payment of the objection fee. 



Yours faithfully 
Attorney 
(signature) 
Jean-Pierre ROBERT 



Encs. 
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The technical problem posed was to detemiine the sequence of hTF for the purpose of producing this proteir 
in useful quantities by recombinant techniques on the one hand, and on the other hand to work out the 
sequences of the variants and fragments from the said sequence for the purpose of producing them by the 
same techniques (see page 3 lines 16 - 30). 

The solution adopted to solve this technical problem makes use of a traditional technique known to a person 
skilled in the art. 

3.2 The subject of claim 1 is without inventive activity because disclosure DSl (or the combination of DSi and 
DS2) supplied the peptides PI and P2 before 12 February, the date of the first American priority, and the 
person skilled in the art therefore had the required elements available to determine the sequence of hTF and 
then those of its variants and other fragments by simple and routine experiments (even if they were tedious 
and laborious) with the required chances of success. 

3.3 Moreover, in accordance with decision T 386/94 (OJ EPO 1996 658) relating to European Patent 
82201272.0/EP-B-0077109 which states: 



"An inventive activity can be recognised in the area of genetic engineering if it is not possible to carry out 
cloning and expression of a given gene with a reasonable chance of success. However, in the case where at 
the priority date the person skilled in the art can hope to carry out cloning and expression of the said gene 
in a relatively simple manner, and the cloning and expression, although they may require a great amount of 
work, do not pose such difficulties that the hopes of success prove to be illusory, the inventive activity cannot 
be recognised. " 

it was certain in this particular case that the person skilled in the art had no doubt that by combining DSl (or 
the combination of DSl and DS2) with DS7 (or the combination of DS7 and DS8) he would achieve in fine 
the sequencing of hTF with oligo-nucleotide probes constructed from PI and/or P2. 

3.4 The technique of hybridisation of an oligo-nucleotide probe with a cDNA of tissue containing hTF, 
selection of a product of hybridisation followed by sequencing of the corresponding gene in order to deduce 
the sequence of the desired protein was indeed fully known before 12 February 1987. 

For example, in decision T 386/94 mentioned above and decision T 923/92 (OJ EPO 1996 564) which 
relates to European Patent 8330250 1. 8/EP-B-00936 19, the appeals tribunal 3.3.4 had already had occasion 
to note that the methodology mentioned above (oligo-nucleotide probe / hybridisation with cDNA / selection 
of a product of hybridisation / sequencing of the gene in question / deduction of the sequence of the desired 
protein) constituted a well known process in the area of sequencing proteins. 

In addition, some teams of researchers, independently of the co-inventors of the invention that is the subject 
of the disputed European Patent EP-B-0278776, have applied this methodology without effort in order to 
achieve sequencing of hTF. This is plainly evident from documents DS3, DS5 and DS6. 

3.5 Moreover, it is of little importance that the holder has stated that the cDNA from placental tissue that he was 
using was unsuitable once he had achieved what he wanted with cDNA from adipose tissue. It is appropriate 
to make two comments on this matter The first comment concerns the fact that the holder resorted to a 
fragment of PI, namely a peptide of 20 amino acids and close to the N-terminal extremity (region 12 - 3 1 of 
hTF) and to peptide P2 of 27 amino acids and close to the C-terminal extremity (region 210 - 236 of hTF), 
in order to construct oligo-nucleotide probes (see page 10, lines 36 - 53 on the one hand and page 11 line 44 
to page 12 line 8 on the other hand). The second comment lies in the fact that the holder, who in the course 
of proceedings on his European Patent insisted on the choice of adipose tissue as the source of cDNA, trace 
a relationship of equivalence between "placental, adipose and other tissues" in the description of his patent 
(see page 7 lines 9-10) among the tissues of the gene bank containing the said cDNA; because of this 
relationship of equivalence the selection of an adipose tissue presents no unexpected property and does not 
confer patentability. 

3 .6 Once the person skilled in the art has determined the sequence of hTF he has no difficulty in obtaining 
variants or fragments of this protein. These variants or fragments can be obtained (i) if necessary by 
enzymatic slicing, particularly to separate the transmembrane and cytoplasm domains in accordance with 
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DS9 and (ii) in particular by genetic engineering (recombinant process) after having constructed and 
inserted the portions of DNA into an expression vector, encoding each one for the variant or fragment m 
question. 

4. Concerning the insufficiency of description 

4 I TF particularly hTF, has several activities. The holder states that TF is a "trigger" that can initiate blood 
* clotting in association with phospholipids (sec page 2 lines 37 - 39), is a coagulant in the presence of lipids 
(see page 2 lines 56 - 57), corrects haemostatic dcHciencies (see page 3 line 45). corrects bleedmg diasthesis 
(see page 3 line 46* as the tenn diasthesis is particularly vague in that it encompasses a combination of 
different conditions that affect the same subject simultaneously or successively and are considered to be of a 
comparable nature), and is useful in the treatment of various chronic bleeding disorders (see page 3 line 5 1 
to page 4 line 2) and in other uses (see page 4 line 3). 

In his description the holder further mentions the use of variants or fragments derived from TF which do not 
cause coagulation as immunogenic or antagonistic agents of TF and as agents that modify the phannaco- 
logical properties of the dnig (see page 7 lines 14 - 32). 

In consequence the subject of claim 1 is not patenteble because of the insufficiency of the description, as the 
conditions refeired to in articles 83 and/or 84 EPA are not satisfied, in that the said claim I does not make 
use of a single precise biological activity of TF, its variants and its fragments as stipulated in the decision T 
923/92 mentioned above. 

4 2 Claim I includes a difficulty with regard to the defmition of the variants or fragments of TF. The description 
' does indeed give specific details regarding the variants and fragments of TF. They comprise (i) the different 
allelomorphs (ii) the products of three different classes capable of being generated in vitro by selective 
insertion, suppression (deletion) or substitution of at least one amino acid, and (iii) the products resultmg 
from combinations of the said classes. 

The substitution variants are products in which an amino acid of TF is replaced by another amino acid (see 
page 5 line 56). 

TTie insertions are of the order of I to 10 amino acids. They are preferably carried out in pairs: they can also 
concern fusions at the N-terminal and C-terminal extremities; proteins from fusions are considered as 
insertion variants (see page 5 lines 34 - 39 and lines 56 - 57). 

Deletions relate preferentially to peptide fragments of 2 to 6 amino acids. They can be larger (I to 30 amino 
acids) when they concern the signal peptide (residues -3 1 to - 1 with preservation of the Met residue from the 
initial position -32) or the transmembrane domain (residues 220 to 242). 

Now it is apparent that the description does not indicate which are the variants that preserve the precise 
biological activity of TF (which is not referred to in point 4.1 above). As a result, the person skilled in the 
art, who is able to synthesise any variant or fragmcm of TF based on his knowledge of the sequence of TF, 
cannot know in advance whether the product that he expects to obtain or that he has obtained presents a 
biological activity before he has tested the product. 

In other words, the wording of claim I really only constitutes a note directed to third parties by which the 
holder claims "you synthesise a product, and if it is active it belongs to me because it is included in my 
domain of protection, and if it is inactive it is yours because it is not included in my domain of protection!!" 

As a result, the description does not provide the person skilled in the art with sufficient information to 
enable him' to distinguish and select those that are truly active out of ati the possible variants and fragments. 

As the disputed European Patent EP-B-0278776 is silent on this subject, the comments of the appeals 
tribunal 3.3.4 in decision T 923/92 mentioned above: 

"Iflhe description contains sufficient information on how to obtain human hPA and if the claim relating to 
derivatives of human t-PA indicates the functions to be tested it must be considered that the person skilled 



